
24 

21 CFR Ch. I (4–1–05 Edition) § 601.8 

(c) When a license has been suspended 
pursuant to § 601.6 and a hearing re-
quest has been granted, the hearing 
shall proceed on an expedited basis. 

[42 FR 4718, Jan. 25, 1977, as amended at 42 
FR 15676, Mar. 22, 1977; 42 FR 19143, Apr. 12, 
1977] 

§ 601.8 Publication of revocation. 
Notice of revocation of a license, 

with statement of the cause therefor, 
shall be issued by the Commissioner 
and published in the FEDERAL REG-
ISTER. 

[42 FR 4718, Jan. 25, 1977] 

§ 601.9 Licenses; reissuance. 
(a) Compliance with requirements. A 

biologics license, previously suspended 
or revoked, may be reissued or rein-
stated upon a showing of compliance 
with requirements and upon such in-
spection and examination as may be 
considered necessary by the Director, 
Center for Biologics Evaluation and 
Research or the Director, Center for 
Drug Evaluation and Research. 

(b) Exclusion of noncomplying location. 
A biologics license, excluding a loca-
tion or locations that fail to comply 
with the requirements in this chapter, 
may be issued without further applica-
tion and concurrently with the suspen-
sion or revocation of the license for 
noncompliance at the excluded loca-
tion or locations. 

(c) Exclusion of noncomplying prod-
uct(s). In the case of multiple products 
included under a single biologics li-
cense application, a biologics license 
may be issued, excluding the non-
compliant product(s), without further 
application and concurrently with the 
suspension or revocation of the bio-
logics license for a noncompliant prod-
uct(s). 

[64 FR 56451, Oct. 20, 1999, as amended at 70 
FR 14983, Mar. 24, 2005] 

Subpart B [Reserved] 

Subpart C—Biologics Licensing 
§ 601.12 Changes to an approved appli-

cation. 
(a) General. (1) As provided by this 

section, an applicant must inform the 
Food and Drug Administration (FDA) 

(see mailing addresses in § 600.2 of this 
chapter) about each change in the 
product, production process, quality 
controls, equipment, facilities, respon-
sible personnel, or labeling established 
in the approved license application(s). 

(2) Before distributing a product 
made using a change, an applicant 
must assess the effects of the change 
and demonstrate through appropriate 
validation and/or other clinical and/or 
nonclinical laboratory studies the lack 
of adverse effect of the change on the 
identity, strength, quality, purity, or 
potency of the product as they may re-
late to the safety or effectiveness of 
the product. 

(3) Notwithstanding the requirements 
of paragraphs (b), (c), and (f) of this 
section, an applicant must make a 
change provided for in those para-
graphs in accordance with a regulation 
or guidance that provides for a less 
burdensome notification of the change 
(for example, by submission of a sup-
plement that does not require approval 
prior to distribution of the product or 
in an annual report). 

(4) The applicant must promptly re-
vise all promotional labeling and ad-
vertising to make it consistent with 
any labeling change implemented in 
accordance with paragraphs (f)(1) and 
(f)(2) of this section. 

(5) A supplement or annual report 
must include a list of all changes con-
tained in the supplement or annual re-
port. For supplements, this list must 
be provided in the cover letter. 

(b) Changes requiring supplement sub-
mission and approval prior to distribution 
of the product made using the change 
(major changes). (1) A supplement shall 
be submitted for any change in the 
product, production process, quality 
controls, equipment, facilities, or re-
sponsible personnel that has a substan-
tial potential to have an adverse effect 
on the identity, strength, quality, pu-
rity, or potency of the product as they 
may relate to the safety or effective-
ness of the product. 

(2) These changes include, but are not 
limited to: 

(i) Except as provided in paragraphs 
(c) and (d) of this section, changes in 
the qualitative or quantitative formu-
lation, including inactive ingredients, 
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